July 16, 1952

e, Jonn 3troflpy
Country QGentle
Box 30
Woodstock, Illiaois

<

Dear ir. Strom:

Mrs. Lederberg and I appreclste your interest in our work, sxpressed
in your inquiry of July 15,

It is falrly common clinical experlence that the ineidencs of bacterial
infections resistant to specific chemotherapy has increased subhstantially
after tho widespreed use of antibioties. The moat recent exampla >f this 1s
in the application of swreptomycin ln pulmonary tuberoulosis, znd thera are
already solsw reports of therapsutic fallures with the new imoniazide drugs,
owing to the developaent of resistant tabercle bacilli. ir. ¢, P. Miller
of the Univeralty of Chicago Hospitals iLs a well known authoriry on this
subject, and if you wished more lnformativn on the olinical aspecte of
drag reaistence you alght find it profitable o consult i.im,

OQur ressarch has been designed to define the problem of drmig resiatance
rether than to cope with it, Defore we could accomplish the latter adm, 4t
would seem imporiant to develop a clear understandluz of the problsn, After
having dasasonstrated that drug resistance 1a a conseeqenwes of spontansous
mutations of tacteris, which cannot be prevented, the genetisiut can suggest
only that antibiotics be used nmore thoughtfwiiy thaa they have been. If it
ia to bs administered at all, an antiblotic should be given in adequate doses
30 that ton-reslsbant bactaria are destroysd as quickly as possibie, and so
that the natural defences will be able to cope with any small number of
resistant mutants. Another apnroach that 1s receliving some clinlcal attention
is to uee two or more antiblotiecs in combination., We would sxpect that a few
mitant calls resistant to one drug will be eradicated by tha othep.

In this laboratory we are not primarily concspasd with the applleaticna
of fundamental studles, which others are better squipped to advance. The
important problem of drug resistanca doss iilustrate ths necagsity of learning
as much a3 w3 can about the biology and geneties of bacteria, and this is our

ohjective.

The enclosed vecrint may be of interest to you, although 4t was addressed
principslly to a technically epecialized audience,

Tours singerely,

Joshua lederberg
Assogciate Profsssor of Oenetiss



